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CLAIMS 

1. A compound of formula CO^ 




a) 

wherein- 

A is a benzene ring, a fused five-membered heteroaromatic ring containing 
10 1, 2 or 3 heteroatoms independently chosen from O, N and S, providing that no 
more than one O or S atom is present, or a fused six-membered heteroaromatic 
ring containing 1, 2 or 3 N atoms; 

A is optionally substituted by one, two or three groups independently 
chosen from halogen, hydroxy, S(0)rCi-4allyl, S(0)rNR5R€, formyl, 
15 Ci-4aIlqrlcarbonyl, Ci-ealkyl, haloCi-ealkyl, hydroxyCi-ealkyl, Ci-ealkoxy, 

haloCi-ealkoxy, hydroxyCi-ealkoxy, Ca-Tcycloalkyl, Ca-Tcycloalkoxy, C2-6alkenyl, 
C2-6alkynyl, amino, nitro, cyano, Ci ealkylamino, di(Ci-6alkyl)amino, 
aminoCi-ealkyl, aminoCi-ealkoxy, Ci-ealkylaminoCi-ealkyl, 
di(Ci-6alkyl)aminoCi-6alkyl; and a phenyl, naphthyl, a five-membered 
20 heteroaromatic ling containing one, two, three or four heteroatoms independently 
chosen from O, N or S, at most one heteroatom being O or S, and a six-membered 
heteroaromatic ring containing one, two or three N atoms, the ring being 
optionally substituted by halogen, hydroxy, cyano, nitro, NR^R^ as defined below, 
Ci-ealkyl, C2-6alkenyl, C2-6alkynyl, haloCi-ealkyl, Ci-ealkoxy, haloCi-ealkoxy, 
25 Ca-Tcycloalkyl or hydroxyCi-ealiyl; 

X is O, S or NR^ where R^ is hydrogen or Ci-ealkyL 
Y is (CR2R3)„(CO)p(NR4)qW; 

R2 and R^ are independently hydrogen, hydroxy, halogen or Ci-4alkyl; 
R* is hydrogen or Ci-ealkyl; 
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n is zero, one, two, three or four; 
p is zero or one; 
q is zero or one; 
r is zero, one or two; 
5 W is hydrogen, Ci-ealkoxy, haloCi ealkoxy, Ci-ealkyl, haloCi-ealkyl, 

hydroxyCi-ealkyl, aminoCi-eallgrl, carboxyCi-ealkyl, Ca-TCycloalkyl, 
haloCs-Tcycloalkyl; or a phenyl ring, a five-membered heteroaromatic ring 
containing one, two, three or four heteroatoms independently chosen from O, N 
and S, at most one heteroatom being O or S, a six-membered heteroaromatic ring 
10 containing one, two or three N atoms, or a nine- or ten-membered fused bicyclic 
heteroaromatic ring containing a phenyl ring or a six-membered heteroaromatic 
ring as just defined, fused to either a six-membered heteroaromatic ring as just 
defined or a five-membered heteroaromatic ring as just defined, a six-membered 
saturated ring containing one or two heteroatoms independently chosen from O 
15 and N, the ring being optionally substituted by halogen, Ci-ealkyl, C2-6alkenyl, 
C2-6alk5niyl, nitro, cyano, Cs-Tcycloalkyl, hydroxy, Gi-ealkoxy, haloCi-salkyl, 
haloCi-ealkoxy, hydroxyCi-ealkyl, hydroxyCi-ealkoxy, phenyl, an unsubstituted 
five-membered heteroaromatic ring as just described, a six-membered 
heteroaromatic ring as just described, a six-membered satxirated ring as just 
20 described or NR^rg; 

each and is independently hydrogen or Ci-ealkyl or R^ and Bfi, 
together with the nitrogen atom to which they are attached, may form a 
saturated 4-7 membered ring; 

Z is a phenyl ring, a five-membered heteroaromatic ring containing one, 
25 two, three or four heteroatoms independently chosen firom O, N or S, at most one 
heteroatom being O or S, or a six-membered heteroaromatic ring containing one, 
two or three N atoms, optionally substituted by halogen, hydroxy, cyano, nitro, 
NR6R6 as defined above, Ci-ealkyl, C2-6alkenyl, C2-6aliynyl, haloCi-ealkyl, 
Ci-ealkoxy, haloCi-ealkoxy, Cs-7Cycloalkyl or hydroxyCi-ealkyl; 
30 when R^ and R* are alkyl groups they may, together with the nitrogen 

atoms to which they are attached, form a piperazine ring; 

or a pharmaceutically acceptable salt or tautomer thereof. 

2. A compound of claim 1 represented by formula CD^: 
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wherein: 

B is N or CH; 
5 t is 1, 2 or 3; 

A is a fused five-membered heteroaromatic ring containing 1, 2 or 3 
heteroatoms independently chosen from O, N and S, providing that no more than 
one O or S atom is present, or a fused six-membered heteroaromatic ring 
containing 1^ 2 or 3 N atoms; 
10 A is optionally substituted by halogen, Ci-4alkyl, hydroxyCi-4alkyl; 

Ca-Tcycloallsyl, C3-7cycloalkylCi-4alkyl, phenyl or di(Ci-4alkyl)aminoCi-4alkyl; 

X is O, S or NRi where is hydrogen or Ci-4alkyl; 

Y is (CR2R3)n(CO)p(NR4)qW, where R2, R8, R4, n, p and q are as defined in 
claim i; 

15 W is hydrogen, Ci-ealkoxy, Ci-ealkyl, haloCi-eallqrl, Ca-Tcycloalkyl; or a 

phenyl ring, a five-membered heteroaromatic ring containing one, two, three or 
four heteroatoms independently chosen from O, N or S, at most one heteroatom 
being O or S, a six-membered heteroaromatic ring containing one, two or three N 
atoms, or a nine- or ten-membered fused bicyclic heteroaromatic ring containing 
20 a phenyl ring or a six-membered heteroaromatic ring as just defined, fused to 
either a six-membered heteroaromatic ring as just defined or a five-membered 
heteroaromatic ring as just defined, the ring being optionally substituted by 
halogen, Ci-4alkyl, hydroxy, Ci'4alkoxy, haloCv4alkyl, phenyl, haloCi-4alkoxy or 
NRSR6 where and R^ are independently Ci-4alkyl or, R^ and R^, together with 
the nitrogen atom to which they are attached, form a 5-6 membered saturated 
ring; 

R7 is hydrogen, cyano, halogen, Ci-4alkyl, haloCi-4aIkyl, Ci-4alkoxy, 
haloCi-4alkoxy, amino, Ci-4alkylamino or di(Ci-4aIky])amino; 
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when and are alkyl groups they may, together with the nitrogen 
atoms to which they are attached, form a piperazine ring; 
or a pharmaceutically acceptable salt or tautomer thereof. 

5 3. A compound of claim 1 or 2 represented by formula (lA): 




OA) 



wherein A is a fused five-membered heteroaromatic ring containing 1, 2 
10 or 3 heteraatoms independently chosen &om O, N and S, providing that no more 
than one O or S atom is present, or a fused six-membered heteroaromatic ring 
containing 1, 2 or 3 N atomsJ 

A is optionally substituted by halogen, Ci-4alkyl, Cs-vcycloalkyl or phenyl; 
X is O, S or NRi where R^ is hydrogen or Ci-4alkyl; 
15 Y is (CR2R3)n(CO)p(NR4)qW, where R^ R3, R^, n, p and q are as defined for 

formula I; 

W is hydrogen, Ci-e alkyl, haloCi-ealkyl, Cs-Tcycloalkyl; or a phenyl ring, a 
five-membered heteroaromatic ring containing one, two, three or four 
heteroatoms independently chosen from O, N or S, at most one heteroatom being 

20 O or S, a six-membered heteroaromatic ring containing one, two or three N 

atoms, or a nine- or ten-membered fused bicyclic heteroaromatic ring containing 
a phenyl ring or a six-membered heteroaromatic ring as just defined, fused to 
either a six-membered heteroaromatic ring as just defined or a five-membered 
heteroaromatic ring as just defined, the ring being optionally substituted by 

25 halogen, Ci-4alkyl, hydroxy, Ci-4alko3cy, haloCi-4all^l, phenyl, haloCi-4alkoxy or 
NR^R® where R^ and R® are independently Ci-4alkyl or, R^ and R^, together with 
the nitrogen atom to which they are attached, form a 5-6 membered saturated 
ring; 
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R'' is hydrogen, cyano, halogen, Ci-4alkyl, haloCi-4alkyl, Ci-4aIkoxy or 
haloCi-4alkoxy; 

when and R* are alkyl groups they may, together with the nitrogen 
atoms to which they are attached, form a piperazine ring; 
5 or a pharmaceutically acceptable salt or tautomer thereof. 



4. A compound selected from* 



3-(4-cUorophenyl)-2-[3-fluorobenzylthio]p3nido[3,4-d]pyrimidin-4(3H)-one; 
10 3-(4-cMorophenyD-2-{2-(4xUorophenyl)-2-oxoethylthio}pyrido[3,2-d]pyrimidin- 
4(3H)-one; 

3-(4-cMorophenyl)-2-[3-fluorobenzylthio]p5rrido[3,2-d]pyriniidin-4(3H)-one; 

3-(4-chlorophenyl)-2-{2-(4xhlorophenyl)ethylthio}p3nddo[3,2-dJpyrinudin-4(3H)- 

one; 

15 2-{5-chloro-l-benzothien-3-ylmethylthio}-3-(4-chlorophenyl)pyrido[3,2- 
d]pyrimidin-4(3H)-one; 

2- [l-benzothien-3-ylmethyDthio] -3-(4-chlorophenyl)pyrido[3,2-d]p3aimidin-4(3H)- 
one; 

2- [l,3-benzothiazol-2-ylmethylthio]-3"(4-chlorophenyl)pyrido[3,2-d]pyrimidin- 
20 4(3H)"one; 

3- (4-cHorophenyl)-2-[2-oxo-2-phenylethylthio]pyrido[3,2-d]pyrimidin-4(3H)-one; 
3-(4-chlorophenyl)-2-{2-(3-cMorophenyl)-2-oxoethylthio}p5nrido[3,2-d]pyrinudin- 
4(3H)-one; 

3- (4-chlorophenyD-2- (2-0X0-2- [4-trifluoromethoxyphenyl] ethylthio)pyrido [3,2- 
25 d]p3nrimidin-4(3H)-one; 

3-(4-chlorophenyD-2-(2-oxo-2-[4-trifluoromethylphenyl3ethylthio)pyrido[3,2- 
d]pyrimidin-4(3H)-one; 

3-(4-chlorophenyl)-2-{2-oxo-2-(4-pyrrolidin-l-ylphenyl)ethylthio}pyrido[3,2- 
d]pyrimidin-4(3H)-one; 
30 3-(4-cUorophenyl)-2-[2-oxo-2-pyridin-2-ylethyltMo]pyrido[3,2-d]pyrimidin-4 
one; 

3-(4-cUorophenyl)-2-[4-fluorobenzylthio]pyrido[3,2-d]p3aimidin-4(3H)-one; 

2- [3-chlorobenzylthio]-3-(4-cUorophenyl)pyrido[3,2-d]pyriniidin-4(3H)-one; 

3- (4-cUorophenyl)-2-[pyridin-2-ylmethylthio]pyrido[3,2-dJp3rrimidin-4(3H)-one; 
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3-(4-cUoTOpheny0-2-{5-phenyl-l,2,4-oxadiazol-3-y]metJiylthio}p^^ 
d]pyrimidin-4(3H)-one; 

2- {3-(4-cMorophenyl)-4-oxo-3,4-dihydropyrido[3,2-d]p3niiiu 
methylisoxazol-3-yl)acetainide; 

5 3-(4-cMorophenyl)-2-[3-fluorobenzylthio]tMeno[2,3'd]pyrimidi 

3- (4-cMoropheny0"2-[3-fluorobenzyltMo]tMeno[3,2-d]pyiijiudm 
3-(4"cUorophenyl)-2-{2-(4-chloropheny0"2-oxoethylthio}thieno [3,2-d]pyrimidin- 
4(3H)-one; 

6-(4-cUorophenyl)-5-[3-fluorobenzyltliio][l,3lthiazolo[5,4-d]pyrii^ 
10 6-(4xhloropheny0-5-{2'(4-cUoropheny0-2-oxoethyltMo}[l,3]thiazolo[5,4- 
d] pyrimidin- 7(6H) -one J 

6-(4-cWoropheny0'5-{2-(4-cMorophenyl)-2-oxoethylthio}[l,3]tliiazolo[4,5- 
d] p3mmidin- 7 (6H) -one ; 

2-{5*chloro-l-benzotMen-3-ylmethylthio}-l-(4-cUorophenyl)-9-methyl-l,9-d^ 
15 6H-purin-6-one; 

l-(4-chlorophenyl)"9'methyl-2-(2-[4-trifluoromethylphenyl]ethylthio)-l,9-dihydro- 
6H-piirin-6-one; 

l-(4-chlorophenyO-2-{2-(4-cMorophenyOethyltMo}-9-methyl-l,9-dihydro-6H- 
purin-6-one; 

20 l-(4"cMoropheny0-2-{2-(4-cMorophenyl)-2-oxoethylthio}-9-methyl-l,9-dihydr^ 
purin-6-one; 

l-(4-cMorophenyl)-2-[3-fluorobenzyltMo]-9-methyl-l,9-dihydro-6H-p\ii^ 

1- (4-chlorophenyl)-2- [3-fluorobenzylthio] - l,9-dihydro-6H-purin-6-one; 

2- {2-(4-clilorophenyl)-2-oxoethylthio}-3-[4-trifluoromethylphenyl]pyrido[3,2- 
25 d]pyrimidin-4(3H)-one; 

2-[3-fluoroben2yltMo] -3- [4-trifluoromethylphenyl]pyrido[3,2-d]pyrm 
one; 

2- (methylthio)-3-pyridin-3-ylpyrido[3,2-d]pyrinaidin-4(^ 

3- (4-cMorophenyl)-2-(3-oxo-4-phenylpiperazin-l-yOpyiido[3,2-d]pyrimi 
30 one; 

3-4-cMorophenyl-2-{2-(4-diloTOphenyl)ethylamino}pyrido[3,2-d3pyrim 
one; 

3-(4-chlorophenyD-2- [3-fluorobenzyloxy] tMeno[3,2- dpyrimidin-4(3i50-one; 
3-(4-chlorophenyD-2- [3-fluorobenzylamino] thieno[3,2- c9pyriniidin-4(3^-one; 
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l-(4-cUorophenyO-2-[2-cyclohexylethyltMo]-9-methyl-l,9-dih^^ 
one; 

l-(4-cMorophenyO-2-[2xyclohexylethyltMo]-9-ethyl-l,9-dihy<k^ 
5 l-(4-cWorophenyO-9-ethyl-2-[3,3,3-trifluoropropylthio]-l,9-dih^ 
one; 

l-(4-chloropheny0"9-ethyl-2-propylthio-l,9"dihydro-6iy-purin-6-on 
l-(4-cMorophenyO-2-[cyclopropylmethyltliio]-9-ethyl-l,9-dihydro-6-ffpurm^ 
1- (4-clilorophenyl) -9-methyl-2- [3, 3, 3-trifluoropropylthio] - l,9-dihydro-6H-purin-6- 
10 one; 

l-(4-cUoropheny0'9xyclopropyl-2-[3,3,3-triUEluoropropylthio]-l,9-dihydro-6H^ 
purin-6-one; 

1 -(4-chloropheny0-9-ethyl-2- [2,2,2-trifluoroethylthio] - l,9-dihydro-6^^ 
l-(4-cUoropheny0'9-ethyl-2-[4,4,4-trifluorobutyltMo] - l,9-dihydro-6^^ 
15 l-(4-chlorophenyO"9-phenyl-2-(2-[4-trifluoromethylphenyl]ethyltMo)-l,^ 
6H-purin-6-one; 

l-(4-chloropheny0"2-methyltMo-9-phenyl-l,9-dihyciro-6H-purin-6-one; 

l-(4-cUorophenyl)-9-phenyl-2-[3,3,3-trifluoropropylthio]"l,9-diliydro-6H-purin-6-' 

one; 

20 l-(4-cWorophenyO-9-phenyl-2-[4,4,4-trifluorobutyltMo]-l,9-dihydro-6H-^ 
one; 

4-{9-methyl-6-oxo-2-[3,3,3-trifluoropropyltMo]-6,9-dihydro-lH-pv^^ 
yl}benzonitrile; 

9-methyl-l-(4-methylphenyl)-2-[3,3,3-tri£luoropropylthio]-l,9-dihydro-6H-^ 
25 one; 

l-(4-cUorophenyD"9-ethyl-2-(2-[4-trifluoromethylphenyl3ethylamino)-l,9-c^ 
6i5r-purin-6-one; 

1- (4-cUorophenyl)-9-ethyl-2-(2-[2-fluoro-4-trifluoromethylphenylJethylamm 
dihydro-6Jy-purin-6-one; 

30 3-(4-cMorbpheny0"2-methylaminothieno[3,2-d]p3nrimidin- 

3-(4-cUoropheny0-2-{2-(2-cUorophenyl)-2-oxoethyltMo}p3nrido[3,2-d]pyii^ 
4(3H)-one; 

2- {2-(4-3-(cMoropheny0-2-oxoethyltMo}-3-phenylpyrido[3,2-d]pyri^ 
one; 
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3-(4-cUorophenyl)-2-[2-phenylethyltMo]pyrido[3,2-d]pyrii^ 
3-(4-cMorophenyl)-2-[2-fluorobenzylthio]pyrido[3,2-d]pyriim 
6-(4-dilorophenyl)-5-{2-(4-cUorophenyl)ethylthio} [l , 3] thiazolo [5,4-d] pjairaidin- 
7(6H)-one; 

5 3-(4-cMorophenyl)-2-{2-(3-cUorophenyl)ethylthio}pyrido[3,2-dJpyr^ 
one; 

3-(4-cMorophenyl)-2-(2-[4-trifluoromethylphenyl]etJiylthio) 
d]pyrimidin-4(3H)-one; 

6-(4-chlorophenyl)-5-[3-£luorobenzylthio][l,3]thiazolo[4,5-d3pyri^ 
10 6-(4-cMorophenyl)-5-{2-(4-cMorophenyl)ethyltliio}[l,3]thiazolo[4,5-d]pyi^^ 
7(6H)-one; 

2-{6-cUoro-l-benzotMen-3-ylmethyltMo}-l-(4-chlorophenyl)-9-methyl^ 
6H-purin-6-one; 

2-{5-cMoro-l-benzotMen-3-ylmethylthio}-l-(4-cMorophenyl)-9-ethyl-l,9-^^ 
15 6H-purin-6-one; 

2- {5-cMoro-l-benzotMen-3-ylmethylthio}-l-(4-cMorophenyl)-9-isopropyl-l,^ 
dihydro-6H-purin-6-one; 

3- (6-cUoropyridin-3-yl)-2-[3-fluorobenzylthio]tHeno[3,2-d]pyrimi^ 

2- {5-chloro-l-benzotMen-3-ylmethyltMo}-3-[4-tri£luoromethylphenyl]p 
20 d]pyriniidin-4(3H)-one; 

l-(3-cUorophenyl)-9-methyl-2-(2-[4-trifluoromethylphenyl]ethylthio)-^ 
6H-purin-6-one; 

l-(4-cMoropheny0-2-[3,4-dicMorobenzyltMo]-9-methyl-l,9-dihydro-6H-^^ 
one; 

25 l-(4-cUorophenyD-9-cyclopropyl-2-(2-[4-trifluoromethylphenyl]ethylt^ 
dihydro-6H-purin-6-one; 

l-(4-cUorophenyl)-9-ethyl-2-(2-[4-trifluoromethylphenyl]ethyltMo)-l,9-dihydr^ 
6H-purin-6-one; 

3- [4-trifluoromethylphenyl] -2- (2- [4-trifluoromethylphenyl] ethyltliio)thieno[3,2- 
30 d]p3ndmidin-4(3H)-one; 

3-[4-trifluoromethylphenyl]-2-(2-[4-trifluoromethylphenyl]ethyltMo)p^ 
d]pyrimidin*4(3H)-one; 

l-(4-cUorophenyO-2-{2-(2,4-dicMorophenyl)ethyltMo}-9-methyl-l,9-c^ 
purin-6-one; 
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3-(4-cUorophenyl)-2-[3,4-dicMoix)beiizylthio]pyrido[3,2-d]pja'^^ 

2- [3-cUoro-4-fluorobenzyltMo]-3-(4-cHorophenyl)pyrido[3,2-d]p3ni^ 
one; 

l-(4-clilorophenyl)-2-(2-[3-fluoro-4-trifluoromethylphenyl]ethyl^ 
6 diliydro-6H-purin-6-one; 

3- (4-£luorophenyO"2-(2-[4-trifluoromethylphenyl]ethylthio)pyrido[3^ 
4(3H)-one; 

l-(4-fluorophenyO-9-methyl-2-(2-[4-tri£luoromethylphenyl]ethy^ 
6H-purin-6-one; 

10 l-(4-cMorophenyO-9-methyl-2-(2-[4-trifluorometi[ioxyphenyl]et^^ 
dihydro-6H-piirin-6-oiie; 

l-(4-cUorophenyO"2-{2-(4-fluorophenyl)ethyltMo}-9-methyl-l,9-dihydro-6H 
6-one; 

1- (4-chlorophenyD-2- [2,4-dichlorobenzylthio] -9-inethyl- 1, 9-dih.ydro-6H-purin-6- 
15 one; 

2- {5-cHoro- l-benzotWen-3-yljnethylthio}-9-methyl- 1- [4-trifluoromethylphen - 
l,9-dihydro-6H-purin-6-one; 

9-methyl- 1 - [4- trifluoromethylphenyl] -2- (2- [4- trifluoromethylpheny]] ethylthio) - 
l,9-dihydro-6H-purin-6-one; 
20 4- [2-{5-cMoro- l-benzotMen-3-ylmethylthio}-4-oxopyrido[3,2-d]pyrimidin-3(^ 
yllbenzonitrile; 

ethyl {l-(4-cMorophenyl)-9-methyl-6-oxo-6,9-dihydro-lH-purin-2-ylthio}acetate; 

4- [4-OXO-2- (2- [4-trifluoromethylpheny]] ethylthio)p3nido[3,2-d]pyri^ 
yllbenzonitrile; 

25 l-(4-cMorophenyl)-2-[3,4-dichlorobenzylthio]-9-ethyl-l,9-dihydxo-6H-pum 
l-(4-cMorophenyD-9-propyb2-(2-[4-trifluoromethylphenyl]ethyltMo)-l,9-^ 
6H-purin-6-one; 

1- (4-cUorophenyl)-9-methyl-2-(2-[4-trifluoromethylphenyl]ethylamin^^ 
dLhydro-6H-piirin-6-one; 

30 l-(4-cUbroplienyl)-2-[3,4-dicUorobenzyltliio]-9-propyl-l,9-dihydro-6H 
one; 

2- {5-cUoro-l-benzothien"3-ylmethyltluo}-9-methyl-l-[4-tri£luorom 
l,9-dihydro-6H-pxirin-6-one; 
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2-{5-cUoro-l-benzotMen-3-ylmethylthio}-l-(4-clalorophenyl)-9- 
(cyclopropylmethyl)- l,9-diliydro-6H-purin-6-one; 

1- (4-cMorophenyO-2-{2-(4-cUorophenyl)-2-oxoethyltMo}-9-(cydopropylm 
l,9-dihydro-6H-piirm-6-one; 

5 l-(4-chlorophenyl)"9-cyclopropyl-2- [3-fluorobenzyltMo] -l,9-dihydro-6H-p\mii-6- 
one; 

2- [3-cUoro-4-fluorobenzylthio]-l-(4-cUorophenyl)-9-cyclopropyl-l,9-dihydro-6H^ 
p\uin-6-oneJ 

l-(4xMorophenyl)-9-cyclopropyl-2-[3,4-dichlorobenzyltMo]-l,9-dihyd^ 
10 6-one; 

1- (4-cMorophenyl)-9-cyclopropyl-2-{3-trifluoromethylben2ylthio}-l 
purin-6-one; 

2- [3-chlorobeiizylthio] - 1 - (4-chlorophenyl)- 9-cyclopropyl- 1 , 9-dihy dro- 6H-pxirin-6- 
one; 

15 2-{5-cUoro-l-benzotMen-3-ylmethylthio}-l-(4-chlorophenyD"9-cyclopropyl-l,9- 
dihydro-6H-purin-6-one; 

1 - (4-chlorophenyl) ■ 2-{2 - (4-chlorophenyD -2-oxoethylthio}- 9-cyclopropyl- 1 , 9- 
dihydro-6H-piarin-6-one; 

l-(4-cMorophenyO"9-cyclopropyl-2-(2-oxo-2-[4-trifluoromethylphenyl]ethylthio)- 
20 l,9-(iihydro-6H-purin-6-one; 

l-(4-chlorophenyl)-9-cyclopropyl-2-{2-(4-fluorophenyl)-2-oxoethylthio}-l,9' 
dihy dro ■ 6H -purin- 6-one I 

1- (4-cMorophenyl)-9-cyclopropyl-2-[2,4-dicMorobeii2yltMo]-l,9-dihydro-6H-pxirin- 
6-one; 

25 l-(4-chlorophenyl)-9-cyclopropyl-2-{2-(2,4-dichlorophenyDethylthio}-l,9-dihydro- 
6H-purin-6-one; 

3- (4-chlorophenyl)-2-[3-fluorobenzyltMo]-7-methyltMeno[3,2-d]pyrimidin-4(3H) 
one; 

2- {5-chloro-l-benzotMen-3-ylraethyltMo}-3-(4-dhlorophenyl)-7-methylthieno[3,2- 
30 d]pyriinidin-4(3H)-one; 

4- [2- [3-£luorobexizylthio] ■4-oxopyrido[3,2-d]pyrimidin-3(4H)-yl]benzonitrile; 
l-(4-chlorophenyl)-9-cyclopropyl-2-(2-[2-hydroxy-4- 
trifluoromethylphenyl]ethyltluo)-l,9-dihydro-6H-piirm-6-one; 
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2-{6-diloro-l-benzotMen-3"ylmethyltMo}-9-ethyl-l-(4-methy 
6H-purin-6-one; 

2-{5xMoro-l-benzotMen-3-ylmethyltMo}-l-(4-cUorophenyl)-9-propyl-l,9 
6H-pxirin-6-one; 

5 l-(4-cUoropheny0-9-cyclopropyl-2-(2-[2-fluoro-4-trifluoromethylphe^^ 
l,9-dihydro-6H-purin-6-one; 

1- (4-bromophenyl)-2-{5xMoro-l-benzotMen-3Tlmethyltliio}-9-ethyl-l,^ 
6H-purin-6-one; 

2- [l,3-benzotliiazol-2-ylmethylthio] - l-(4-clilorophenyl)-9-cyclopropyl- 1,9-dihydro- 
10 6H-pxirin-6-one; 

l-(4-cUorophenyl)-9-cyclopropyl-2-{2-fluoro-4-trifluoromethylbenzylthio}-l,9^ 
dihydro-6H-purin-6-one; 

1- (4-chlorophenyO-9-cyclopropyl-2-{2-fluoro-5-tri£luoromethylbenzyltW^ 
dihydro-6H-purin-6-one; 

15 l-(4-cMoropheny0-9-cyclopropyl-2-{3-fluoro"4-trifluoromethylbeiizyltMo}-l,9^ 
dihydro-6H-purin-6-one; 

1 - (4-chlorophenyD " 9-cyclopropyl- 2- (5 - trifluoromethyl- 1 , 3 -benzotliiazol-2- 
ylmethylthio) - 1 , 9- dihydro- 6H-purm-6-one; 

2- {5-chloro- l-benzothien-3-ybnethyltMo}- l-[4-dimethylainm 
20 dihydro-6H-purin-6-one; 

3- (4-cUorophenyD-2-[3,4-dicMoroben2ylthio]-7-methylthieno[3,2-d]pyr 
4(3H)-one; 

2-{2-(2,4-dicmorophenyl)ethylthio}-l-(4-fluorophenyl-9-meth^ 
purin-6-one; 

25 l-(4-chloropheny0-2-{2-(2,4-dicmorophenyl)ethylthio}-9-ethyl-l,9-^ 
purin-6-one; 

l-(4-cMorophenyO-9-ethyl-2-pentylthio-l,9-dihydro-6H-piirm 
1 -(4-chlorophenyl) -9-ethyl-2- [3-methylbutylthio] - 1 ,9-dihydro-6H-purin-6-oiie; 
l-(4-cUorophenyO-2-[2-cyclohexylethylamino]-9-ethyl-l,9-dihydr^ 
30 one; 

l-(4-cUorophenyl)-2-(2-[2-cUoro-4-trifluoromethylpheny]JethyltMo)-^ 
dihydro-6H-purin-6-one; 

l-(4-cUorophenyO-2-(2-[2-cMoro-4-trifluoromethylphenylJethyltMo) 
dihydro-6H-ptirm-6-one; 
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2-{2-(2,4-dicMorophenyOethyltMo}-9-ethyl-l-(4-fluorophenyD-l,9-d^ 
purin-G-one; 

9-ethyl- l-(4-fluoroplieiiyD -2-(2- [2-fluoro-4-trifluoromethylphenyl] ethylthio)- 1,9- 
dihydro-6H-purin-6-one; 
5 2-(2- [2-cMoro-4-trifluorometibLylphenyl] ethylthio)-9-ethyM-(4-fluorophenyl)- 1,9- 
dihydro-6H-purin-6-one; 

2-{5-cUoro-l-benzotMen-3Tlniethylamino}-l-(4-cMorophenyl)-9-^ 
dihydro-6H-pxmn-6-one; 

l-(4-cMorophenyO-9-ethyl-2-[3-fluorobenzylamino]-l,9-dihy^ 
10 2-{5-cMoro-l,3"benzothiazol-2-ylmethyltliio}-l-(4-chlorophenyl)-9-eth^ 
dihydro-6H-purin-6-one; 

l-(2,4-dichloropheny0"2-{2-(2,4-dicMoropheny0ethyltMo}-9-methy 
6H-purin-6-one; 

l-(4-cMorophenyl)-2-(2-[2-£luoro-4-trifluoromethylphenyl]ethylthio^ 
15 dihydro-6H-purm-6-one; 

l-(4-cUoropheny0-9-ethyl-2-(2-[2-fluoro-4-trifluoromethylphenyl]ethyltH 
dihy dro- 6H-puriii- 6-one ; 

l-(4-cUoropheny0-2-{2-(2,4-dicMoropheny0-2-oxoethylthio}-9-methyl-l,9-d^ 
6H-pxirin-6-one; 

20 9-ethyl-l-(4-fluorophenyO-2-[3,3,3-trifluoropropylthio]-l,9-diJbLy^^ 
one; 

l-(4-cMorophenyO'9-ethyl-2-[3,3,3-trifluoropropylainino]-l,9-dihydro-6H-piu-m^ 
one; 

9-cyclopropyl-2-{2-(2,4-diclilorophenyl)ethyltliio}- l-(4-fluorophenyl)- 1 ,9-dihydro- 
26 6H-p\irin-6-one; 

l-(4-cUorophenyl)-2-{2-(2,4-dichlorophenyl)ethyltMo}-9-(2-hydroxyethyl)-l,9- 
dihydro-6H-purin-6-one; 

9xyclopropyl-l-(4-fluorophenyD-2-(3,3,3-trifluoropropyltMo]-l,9-diliydro-6H- 
purin-6-one; 

30 l-(4-cMoropheny0-2-{2-(2,4-dicUorophenyl)ethylamino}-9-ethyl-l,9-dihy^ 
piirin-6-one; 

l-(4-cMorophenyl)-2-[cyclobutylmethylthio]-9-e11iyl-l,9-dihydro-6H-ptim 

9-cyclopropyl-l-(4-fluorophenyD-2-(2-[2-fluoro-4-trifluoromethylphenyl]ethylt^ 

l,9-diliydro-6H-purin-6-one; 



wo 2005/049613 



PCT/GB2004/004816 



94 

l-(4-cmorophenyl)-9-et±Lyl-2-[33,3-t2rifluoro-2-hydrox^ 
ptirin-6-one; 

l-(4-cmorophenyl)-9-ethyl-2-[33,3-trmuoro-2,2-dihydroxypropyltM 
6H-p\iriii-6-oiie; 

5 l-(4-cMorophenyl)-2-[2-cyclopentylethyltMo]-9-ethyl-l,9-dihydro-6H 
l-(4-cMorophenyD-9-ethyl-2-{2-methyl-l,3-thiazol-4-ylmet^^ 
6H-piirin-6-one; 

l-(4-cMorophenyl)-9-meiiiyl-2"[4,44-trifluorobutyltMo]-l,9-d^ 
one; 

10 l-(4-clilorophenyO-2-(2-[2-fluoro-4-trifluoromethylphenyl]ethylain^ 
l,9-dibydro-6H-purin-6-one; 

l-(4-cMorophenyO-2-[cyclopentylmethylthio]-9-ethyhl,9-dihy(k^ 

l-(4-chlorophenyD-9-methyl-2-[4,4,4-trifluorobutylamino]-l,9-di^ 

6-one; 

15 3-(4-cliloropheny0-2-[3,3,3-trifluoropropyltMo]pyiido[3,2-d]pyrim 
4-{9-methyl-6-oxo-2-[4,4,4-trifluorobutyltMo]-6,9-dihydro-lH 
yl}benzonitrile; 

4-{9-ethyl-6-oxo-2-[3,3,3"trifluoropropyltMo]-6,9-diJiydro-lH-purm^ 
yl}benzonitrile ; 

20 l-(3-chloro-4-fluorophenyl)-9-methyl-2- [4,4,4-trifluorobutylthio] - l,9-dihydro-6H- 
purin-6-one; 

lK3-cUoro-4-fluorophenyl)-9-methyl-2-[3,3,3-trifluoropropyltMo]-l,9-^ 
piirin-6-one; 

l-(4-cUoropheny0-9-methyl-2-{2-methyl-l,3-thiazol-4-ylmethylthio 

25 6H-purin-6-one; 

l-(4-cMoropheny0-9-propyl-2-[3,3,3-tri£luoropropyltMo]-l,9-dih 

one; 

l-(4-cUorophenyl)-9-propyl-2-l4,4,4-trifluorobutyltMo]-l,9-dihy 
one; 

30 l-(4-cMorophenyl)-9-isopropyl-2-[3,3,3-trifluoropropyltliio]-l,9-dihy^^ 
6-one; 

l-(4-cMorophenyO-9-isopropyl-244,4,4-ti±Eluorobutylthio]-l,9-d^ 
one; 

l-(4xhlorophenyl)-2-[3-fluoropropylthio]-9-methyl-l,9-dihydro-6H-pu^ 
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l-(4-cMorophenyl)-9-ethyl-2-[3-fluoropropyltMo]-l,9-dihydro-6H-pum 

l-(4-cMorophenyl)-9-methyl-2-(4-trifluoromethyl-l,3-thiazol-2-yl^ 

dihydro-6H-purm-6-one; 

l-(4-cUorophenyl)-9-methyl-2-(6-trifluoromethylpyridin 
5 diliydro-6H-p\xrin-6-one; 

l-(4-cMorophenyO"9"ei±iyl-2-(6-trifluoromethylpyridin-3-ylmethylth^ 
dihydro-6H-pxuin-6-one; 

l-(4-cMorophenyD-9"ethyl-2-(4-trifluoromethyl-l,3-tMazol-2-ylmethylt^ 
dihydro-6H-ptirin-6-one; 
10 4-[9-ethyl-6-oxo-2-(4-trifluoromethyl-l,3-tWazol"2TlmethyltMo)-^ 
purin- l-yl]benzonitrile; 

l-(3,4-dmuorophenyl)-9-methyl-2-[3,3,3'trmuoropropyltMo]-l,9-d^ 
purin-6-one; 

1 -(3,4-difluorophenyl)-9-methyl-2- [4,4,4-trifluorobutylthio] - l,9-dihy(iro-6H-purin- 
15 6-one; 

1 -(4-cMorophenyl)- 9-methyl-2-(2-tii£luoromethyl- l,3-thiazol-4-ylm 
dihydro-6H-purin-6-one; 

l-(3-fluoro-4-methylphenyl)-9-methyl-2-[3,3,3-trifluoropropyltlii^^ 
6H-ptirin-6-one; 

20 l-(4xMorophenyO-9'methyl"2K4-methylpiperazin-l-yO-l,9-dihydro-6H-pv^^ 
one; 

l-(4-chloro-2-fluorophenyl)-9-methyl-2- [3,3,3-trifluoropropylthio] - l,9-diliydro-6H- 
purin-6-one; 

l-(4-fluoropheny0-9-methyl-2-[3,3,3-trifluoropropylthio]-l,9-dihy(^ 
25 one; 

l-(4-cMoro-3-fluorophenyl)-9-methyl-2-[3,3,3-trifluoropropylth^ 
purin-6-one; 

1- (4-cUoro-3-methoxypheny0-9-methyl-2-[3,3,3-trifluoropropyltMo] 
6H-purin-6-one; 

30 2-{l-(4-cUorophenyl)-9-ethyl-6-oxo-6,9-dihydro-lH-purin-^ 
methylacetamide; 

2- {l-(4-cmorophenyO-9-ethyl-6-oxo-6,9-dihydro-lH-pxirin-^ 
diethylacetamide; 
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l-(4-(Morophenyl)-9-ethyl-2-{5-methyUsoxazol-3-ylmethylthio 
purin-6-one; 

l-(4-cUorophenyl)-9-methyl-2-methyltMo-l,9"dihydro-6H-pxim 
l-(4-fluorophenyl)-9-metiiyl-2-(4-txifluoromethyla3-tlu 
5 dihydro-6H-purin-6-one; 

9-ethyl-l-(4-fluorophenyl)-2-(4-trifluoromethyl-l,3-thiazol-2-yl^ 
dihydro-6H-purin-6-one; 

l-(3-bromo-4-cWorophenyD-9-methyl-2-[3,3,3-trifluoropropylthio]-l,9-dihy^ 
purin"6-one; 

10 l-(4-cUorophenyO-2-cyclohexylamino-9-ethyl-l,9-dihydro-6H-pur^ 

l-(4-cMoropheny0"2-[3,3,3-tri£luoropropyltMo]-l,9-dihydro-6H-p\mn-^ 

l-(4-cHorophenyl)-9-ethyl-2-{2-methyl-l,3-tliiazol-4-ylmethylamino}-^ 

6H-purin-6-oneJ 

3- (4-cMorophenyO -2 - (2- trifluoromethyl- 1 , 3- thiazol"4-ylmethylthio)p^^ 
15 d]pyriinidin-4(3H)-one; 

3-(4-chloropheny0-2-(2-tii£luoromethyl-l,3-thiazol-4-ylmethylaii^ 
d] pyTiini(iin-4(3H)-oneJ 

l-(4-cWoro-3-ethoxypheny0-9-ethyl-2-[3,3,3-trifluoropropyltMo3a,9-d^ 
purin-6-one; 

20 1 -(4-chloro-3-isopropoxyphenyl)-9-ethyl-2- [3,3,3-trifluoropropylthio] - 1,9-dihydro- 
6H-purin-6-one; 

l-(4-cMoropheny0-9-ethyl-2-{4-[3-trifluoromethylpyridin-2-yUpipera^ 
dihyclro-6H-purin-6-one; 

3-(4-fluorophenyO"2-(2-trifluoromethyl-l,3-tWazol-4-ylmethyl}tM^^ 
25 d]pyrimidin-4(3H)-one; 

6-(4-cUorophenyO"5-(2-trifluorometliyl- 1 , 3-thiazol-4-ylmethylthio) 

[l,3]tMazolo[5,4-d]pyriiiiidin-7(6H)-one; 

3-(4-cUoropheny0-2-cyclohexylaminopyiido[3,2-d]p5nd^ 

3-(4-cUorophenyl)-2"[3,3,3-trifluoropropylthio]tMeno[3,2-<Upyi^^ 
30 i-(4-cUoropheny0-9-ethyl-2-(2-tri£luoromethyl-l,3-tMazol-4-ylm 

dihydro-6H-purin-6-one; 

9-ethyia-(4-fluorophenyl)-2-(2-trifluoromethyl-l,3-thiazol-4-y^ 
dihydro-6H-p\irin-6-one; 
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3-(4xUorophenyl)-7-methyl-2-[3,3,3-trifluoropropyltMo]thieno[3,2^ 
4(3H)-one; 

3-(4-chlorophenyl)-7-methyl-2-(2-[4-trifluoromethylphenyl3et^ 

d]pyriinidin-4(3H)-one; 
5 3-(4-cUorophenyl)-7-methyl-2-[3,3,3-trifluoropropylairdno]tH^ 

4(3H)-one; 

l-(4-cMorophenyl)-2-{2-(2,4-dicUorophenyl)ethyltMo}-9-[2-dimeth^ 
l,9-<liliydro-6H-purin-6-one; 

l-(4-c]ilorophenyl)-9-cyclopropyl-2-(2-[2-methoxy-4- 
10 trifluoromethylphenyl]ethyltMo)-l,9-dihy(ko-6-fir-pu^^ 

1- (4-chlorophenyl) -9-ethyl-2- [methyl(8, 3, 3-trifluoropropyl)amin - 1 , 9-dihydro-6 JST- 
purin-6-one; 

2- [[5-cMoro- l-benzothien-3-ylmethy]J (methyl)amino] - 1 -(4-cMoroph^ 
l,9-dihydro-6 ^-purin-6-one; and 

15 2-chloro-5-{9-methyl-6-oxo-2- [3,3,3-trifluoropropyltliio] ■6,9-dihydro- iH-purin- 1- 
yDbenzonitrile; 

or a pharmaceutically acceptable salt or tautomer thereof. 

5. A pharmaceutical composition comprising one or more compounds of any 
20 one of claims 1-4, or a pharmaceutically acceptable salt or tautomer thereof in 

association with a pharmaceutically acceptable carrier or excipient. 

6. A compound of any one of claims 1-4, or a pharmaceutically acceptable salt 
or tautomer thereof, for use in treatment of the hxmian or animal body. 

25 

7. The use of a compoimd of any one of claims 1-4, or a pharmaceutically 
acceptable salt or tautomer thereof for use in the manufacture of a medicament 
for the treatment or prevention of physiological disorders that may be 
ameliorated by modulating VRl activity. 

30 

8. The use of a compound of any one of claims 1-4, or a pharmaceutically 
acceptable salt or tautomer thereof for use in the manufacture of a medicament 
for the treatment or prevention of a disease or condition in which pain and/or 
Inflammation predominates. 
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9. A process for the preparation of a compound of claim 1, which comprises- 

(A) for compounds of formula I wherein X is S reacting a compound of formula 
5 II with a compoiind of formula 




01) (III) 
wherein A, Y and Z are as defined in claim 1 and is a leaving group ; 

10 

(B) for compounds of formiila I wherein X is NRi reacting a compound of 
formula XI with a compound of formula XII: 




H(Ri)NY 



CXI) (xn) 

15 

wherein A, R^, Y and Z are as defined in claim 1 and is a leaving group; or 

(C) for compounds of formula I wherein X is O reacting a compound of formula 
XI with a compound of formiila XVI: 

20 

HOY 
(XVD 

wherein Y is as defined in claim 1. 
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10. A method for the treatment or prevention of physiological disorders that 
may be ameliorated by modulating VRl activity, which method comprises 
administration to a patient in need thereof of an effective amount of a compound 

5 of claim 1 or a composition comprising a compoimd of claim 1. 

11. A method for the treatment or prevention of a disease or condition in 
which pain and/or inflammation predominates, which method comprises 
administration to a patient in need thereof of an effective amount of a compound 

10 of claim 1 or a composition comprising a compoimd of claim 1. 



